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H©S PWINT DEPT. 



( 

1 

im&mi ] mtmmmtmm?! o (fgf-i 

O) . hh^t-trvf-y^ httMS^2 ( KGF — 

2 ) T^m&ftt Lztti-zmam&mL 

[ H*JS 2 ] ISJiJ#-f - : 1 COT 5 /K12JiJ*> £> j£§ * 'J 

w^-C'*>.s»if^3Si t?t(±2^ffBi5a«gS'J. 10 

[0001] 

if l<«. iSJi^iaBaJi«s^ i o cfgf-i o ) z 

[0002] 

[ m&n&ift ] tittJff jfcti H B v^h c v=£ b<r>W£& 

%*t'ziwmzLTmz&mfe&0)B?mmwx'$><9 . iff 

[0003] JfiSffeKOHWrCtt. St? : -f > 

^S^IJ^Kw, rvis^Vl-ysm. <7/uv 7 **->=i 30 
<ffl^t>ilS. i+GOT. GPT*ifOfFattKl»5 

m. msmm, $>&wtm&ftm<mmtz£&t,0>bz 
nx*3 0, -mizsfssmftBfmmemsteX'Zxh. s 

mL^wm&H&mbLx&BZtLX^ 

Z. tzt U&fflti&tSmm? (EGF)lt -f^y 40 
* y > - /;u# n'^SE&Jcftfffl-f & Cite J: 0, SflffiffF 

683 5], hGHCco^ra, Sttryun-^fFift 
(Wo 9 3/4 6 9 4}^, fffifFTt CSH9W5A\ 

iffjs. 3 6^iiffi3, 7 8i;] tzm-iyaummzti 

[0004] SBt^SffllgtSJIia? 1 0 (FGF- 

1 0 ) li, JKa^coOTR^o^yu-riqw^-C. IfiJS 

wim iz x s mix i x/^m^^mg z'n-> r^mmm 

^■C** C*«PF8-2 1 4 378D . AIJtWWiFG 50 



) #IP!¥ 10-330284 

2 

F7tS'J-C«U ^^7fyt>( htMMS^: K 

g f - 1 1 hW£ixx^hmmwmffl& : ¥ 7 (fg 

F-7) bfi6 0%cr>T$SWmm&z:1iii-?>. £tz. 
mzmtlffllZ, 7=7^- (Gruber. J.R. 

FGF-10t[SItr5yK^]2r3-K-rs, K 
GF - 2itf5 J r2r|^i.Lrv^ (Wo 9 6/2 54 2 
2:Human Genome Science In 
c. D . £*>H?fcHLTtt. •RrajSffiatflsJHjWUSS 
ftT^&kcoo C»IR J F8-2 14378D , ffF#fflfla« 

[0005] 
[0006] 

[sS5S*JS&-f £**>*>#&] tf®SrF 
GF7t;'J-^>a7 > FGF-10£ite¥«*» 

^mb^i>. GOT, GPTfc£V)jflLtMF«tgV-.# 
-£&4-2^Z>Zb*:M.^t2Lfz. Z0>mSUz&3* . 

[0007] -ffch^, *«BJBi. TE<0EJ6fcW*-4 

( 1 ) ^t^BatMMH-? 1 1 0 ( FGF— 1 0 ) , J>& 
U(i^7^-y-7M higJI0^2 ( KGF — 2 ) 53r2!jj£ 

( 2 ) IE?'J#-f - : 1 COT 5 yl!ie?iJA>£>j£S #»j^r^- 

( 3 > lWiH^^^dHttfiii^a^r-sfflfti^ w'c^ 

T** ( 1 ) ifcli ( 2 ) cOffFSf^Sl'], 
[0008] OT, B«Bt=*fHH&RW6 . **mm 

izti^x. ^mmms&mms^-i o <fgf-i 

0) , ftSV^fiir^f-y-t'f h«S«Hl 1 2 ( KGF — 
2) j 1 996$CfIf.CJ:-3TM^F 

GF7tS y -cO«ii5i@^ C ^P-^F S - 2 1 4 3 7 
8 J T. E?'J#^ : 1 <OT S y m&P\ U . FRSK 

mm (±AmMZk<ot%mmm ^bcommwrn. y yh 

T'(i, FGF- 1 OcO&^fr, Sfl*>, 1EJ'J#^: 1 <T>T 

l&WM3&ZfrZi>-£#>X, r F G F — 1 0 j tWfof 

¥8 - 2 1 4 3 7 8^$iS(C*$^T^|. . 
[0009] SriJ. tcS*FGF-1 0JiSfi[2:*-rS^ 

ioiiflaitsMvgtts-^rsRso, fgf-i ot^am 

^siX-i.i J C0>-ra. ^/c, FGF - 1 O^yA' 



3 

(Leu40) *»<9&49, 20Sfi-fc';>'(Ser2 
OS) tZi&bZ 1 6 97 = y^tfO^>-M-^H. fectt/. 

(2) 6 9fit'JV (Ser69) (Cjt&^O. 2 0 8ft 
■fe'JV (Ser208) (O&fcS 1 4 0 T 5 yg^? V 
>19%, WmEPfflLX^hW. ±M£<r)£olZFGF- 

c o o i o ] *Bjjsesicfc^7\ rgftniBftigflj t 

*tt. ttttlFift aBn& ie^eStt^r 

if) . ftttlftF& (JWffilFFjfe. ■Hm*»»*>IR*aar 
if) , IFBWrira^f&fi*. 

GOT (=AST) : 7XA-7JfVlTS/h7yX7 

GPT (=ALT) :77-y7S/h7Wi7- 
-fcf 

r-GTP : r-WS^f-Jy^rfy- fc" 
ALP : 7Wj7tA7 7^-fe' 
LAP : a-fyy7S^7f/-t' 
[0011] (ffift) *JH8<7)fFaiJB«8BW(=fflv^ F 
GF-1011 H*0*agttgr5^t(93-cqfiriiHr. 35 

«c««-f4.L4:a«'C*4. FGF-10(04iJ£tL 
Tti» ( 1 ) FGF-1 0M££&mt)*t-><Otblii. (2) 

f gf - 1 os^^ifla ( mitmmfflm^mmm ) otg 
mtzmtx^z. niSffiwsFGF- 1 outsat 

1 4 3 7 8(Cie3S$^TV^. 

coo i 2] (tamtam) 2x-^$ixhD 

NAS?'15rirtfFGF- 1 O^cDNAJM^^- 

BR322, PBR325 i : J—^ (Gene) 4#1 
211(1978) J . ttm®i*P U B 1 1 0 CvW 
^■7S*;i' • ;U*y < vxiv ■ y-tf-— f- • 3«i^ 

-y3^(Biochem. Biophys. Res. 
Commu n. ) 11 2^. 6 7 8K ( 1 9 8 3 ) K 
COSH|g(C»®5rpCDM8^#<f £>ftS. cDN 

Tt<^. (T. Maniatislft. ^U^j.?— ■ 
9 U—ZLls? (Molecular clonin 
g) . 3-;l/K^7'J>/ >n— A— 7,i(7MJ- 



( 3 ) WRHP 10-3302S4 

4 

(Cold spring harbar lab.) 
2 3 91: ( 1 98 2) KEttSfl-O**. 
C00 13] <«±) ^^^-cO^AtciOJB 
S fl . F G F - 1 0 £ g±T'# £ ^Hj^SNfflJa 

x-htiii. mzmmzuzw mrntLxa. *mm. 

-fcxjg. h/^is. rsw, ■hmbkj: lxi±. c 
osasa. chosims. Nsoaii8*fl*ft*WT*s. 
tmm&mm. see, oara. #aussys»tTr3:< . 

10 §ftgS«£f^£MA&t:h.*:m*^i«?US. Sflfci 

[0014] < ffittSBje) ^SKm** 1 ^, 

-V(Gene), 10S 6 31 ( 1 98 0) ] *5i 
Z>'DNAJ£aiS?iJifct£ (7Di/-f< *7 
i->3-f-Jl- 7*fS- ^7t-fi>x (Proc. 
Natl. Acad. Sci. USA) 74f560I 
(1 977) ■) SrfflW 0ffl<75^o->5&ajfJ-rs. £ 
COSHHflafc:T-ilttfc:fB3lS-&. *g*±i**>±Ji 
20 ^£»«LT?n-:'^rS£i:fcWC*4. 51 
J£$il*: FGF-1 016^1^. FRSK» 

& t'<ni£m±&.ffl®.<T)wmi'mftm & ssije-r •& ^ t tzx 
o wires*. 

[0015] mm) tmimsizzvzmztitzFG 
f - i om&z. ±(t¥<o-frmx'i?;mz*iz>mm-% ; mz 

xmmtrzjmX'frZ. -i^y^m^n-rbVyy y-. 
rVl^ift. 2HHPLC, BBclttK- RB^iS, SDS 
-PAGE^r>:^-51S:a^^Tffl^^S* J , FG 
F-3Stf0%& . mz^S V >mcD y h* rlnt77 f 
30 zf^-7nv>/7 7-f-. St#*7A?n-?h/7 

7 * -=& t'&±s.ftmz$mx'h * . fgf-iois 

t=Jt^4Kf«i. .+ry^o-7-;i^, ^y^o-T-yuft 
tc» S*^»C0^rffiT-fSSL^S. FGF-10#SK 

fit*t±fit#^5Atettfflaj**«*"}-wr<. el i sa 
m<w&tf&&t3&m&K.<mx'S s . 

[0016] (Cm) ^Jt LT<±. a*f^J, SPS'J, 
LTffiffl-TS^-, «««rB6Ot*t:Tween8.0* 

[0017] ( mm^m > ^^^^bf^ks^pju . ± 

50 FGF- 1 ilS«AJf 0 0 . 



(4) 
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j&*wc& o . — awuwia i 5 ds. jRaiskosts 

fefg**fTi5ixS. £<0fe«cJ:9, ffRtaJBU^S, M± 

[00 18] <#S> jE*V7* CC5 7BL/6N, 
*5mg/mgOFGF-10SBS«ja4Lfc4«. * 10 

COO 1 9] 

mm. ?^**^«St«fcv*3«U*«m=«fc9. fife 
[0020] 

( FGF - 1 0<75S®gi5iZ/'fig) bhFGF-10<7) 
flHtiilS^ tcffl^-f 4 DNAifr ( a2JiJ#^- : 2 ) fc . 20 
^IfM^^-t^pETllc (Xh7^^'- 
rNde I <tt/B a mH I Til-ftL. T#o- 

DNA&7-f y-v-a^Ls »§JM1 0 9rf 
«IEJa-f * d £: «£ 9 ? n- Wfc L*: . Ztlt > <7)#frt> 
FGF-1 OcDNA^LV^frffltCifASfUtT'^.X 
5 K£*StU ta^E^OBISSr^TW pET-hFG 
F-10rf^. JlftSrfflVvtAJSHB L 2 1 (DE 

3) zmmttfiLtz. ftP>i\i&mx.?u--y0)5*>0> 

lOrBL21 (DE3)/pET-hFGF-10i: 30 
->tz. 

[00 2 1 ] («3|) BL2 1 (DE3 ) /pET-h 
FGF-1 OJTVtyiJVl 0 0^ig/m 1 e:*trL 
Bigifel 0m 1 k:ttBl,fcfcO£4*JBSU 3 7 'CT' 
— fcffttS&fTo*:. SB-r^^S5r 100^g/ 
m 1 2r#tfTBt£ifi5 0 0 m 1 X4*{Cffiiii^3 7"G 
Tffii: o %S Lfc . O D 6 0 0 = 0 . Stcit LrtrBfrST 
I PTG5rS^iHS*n mM(c^r*.t 3(c©IDL, ±5* 

^m^2S'c<,zTifx$^i,zemmtm^mmLrz. 40 

[0022] ( tttUW^ ) mmK&i*WM L . » 6ix 
»c50mMTris-HCl, pHS. 0£T1 
ElifcrtL. ImM EDTA, 2/ig/m I D-f<7f- 
>\ 2/ig/ml^7Wy. ImM PMS F 
tf50mMTr i s-HC I . pH8. OtCJgiSL*:. 
OTi£KSMcj:9flFflc£0&L. ^7?7>J 2-2 1 
M/EWKWKHHifcT J A- 2 0n-*-£fflv* 
T, 1 5000E»ETlB9ia»Cv»»«-*C4:t=J:»J± 
it&S&Lfc. H iTrap Heparin5ml * 



* C7r/U-7^7^tD 2r 5 OmMT r i s-HC 1 . pH 
8. 0-CWffcU 5feCHWRLfc«*«»±aiST7 , 9 
"TLfc. ^T5 0mMTris-HCl, pHS. 0 
T-SaiSttfO A 2 6 0 a^-X 5 A yizMh & Ttitft Ltz 
«, aSJ«t=NaC ligS^E^3MiT-tMtD$-t+*^ 
fctCj: 0. flfa*»fflL^. SSihh FGF-1 OlZ 
ttZTZftl 9kDacOSdJiS«;l. 2M NaClco 

[002 3] (WWW) *JBHOFGF-l 0«JH*>3 

(D»WI«iFGF-10 : lmgdtL 
y 0 . 3 4mg, — ^9mg, ^ Vtt-^-ffi 

SffiH: stf'JV/K-hSO. 0. 2mg*Jni. 
IfffjSlml ( P H7. 4, 5mM) (CflfflfS-g-. JJE 

SfSsaMtiaw* . (2)15 omMSHtt h y -7 

A, 0. 0 1%Tween80JttniOmMyy 
S8g®?TS ( P H 7 . 0 ) t.FGF-1 0&5mg/m 1 
tcSr-SidlcPlSL, FGF-1 0*j§»«:f»4. 
(3) 1 5 OmM^-fbT-hy^A, 0. 0 1%Twee 
n 8 0 £**T*-£ lOraM'J >1SHUm ( p H 7 . 0 ) 
TFGF-1 0*5mg/m 1 J: 5 icMSL*:. 
gSWC, — ;l^$r l Omg/m 1 t^rS J: olzm 

ttl L . FGF-10 *?§?S2:f#* . tSBWtC-'^ 7*/U5t 
*U ^fcf£oT8E*S£**Lt\ FGF- 1 03KI£S£ 

*«*j£i**. ^N*>rr^rtt=ja«sr»AL. fra-f*. 

[00 24] (SBIKIfc) — W5EEtf3jE«-e«7X CC5 
7BL/6N, f£BL SiSSfe: B*f-*-**»JA- 
tt) lfcJ:I5'5ms/kgc7)FGF- 
1 OS-B— H-aiaS-S-Lfc (fflUSrt&*) . -PI 
OE^HEfSffilij^fo bese (ob/ob) "?7X 

CC57BL/6J-Lep<ob>, ilf. biSfife : 
a^f-r— ;k*'JA— tt, Jackson labor 
atory)rl4St?t. 1 tJit^5m g/k 
FGF-1 Oar-B-BZjfflBSW-U; (£TS*> . 
StSSP (N = l 0) t=Ji*HM6ia**a*Ufc. tfiz. 
—m5V±<7)sLft^*7X (C57BL/6N. ttli. 5iS 
fife: B^-r-^UA-tt) l*5«t 
Lf5mg/kg«FGF-l 0 S:— B— 0— J@^S-?-L 

?t (iwsrta*) . ±xcomza^xmm<7)tk5-0>5tif 
mmzm&xmmji'omikL. m.mz'&fc. i+go 

T. GPT, ALPiSil/LAPiaSJi, -e-fimSffit 
i#B«4ft¥8«*«fiaC H E M 1 (GOT. GP 
T ; UVg, ALP : p--hD7x/-;^. LA 
P: L — -y)V— p --hn7-'J Fj£, vnMx;p 

it) *«v^rafttLfc. 

[00 25] FGF- 1 0*:E^Tft6ix£*£*£«l 
-S4C^f. Xf-i-xVht tkMzJ: 0, FGF — 
1 0ta^Sfc««gHW)ff-?-*-O*ia6S:«BeLfc. 



mi : ob/ob7W<7)GOT. GPT 



[0026] 



[0027] 



(5) 10-330284 
7 8 

<U/1 :^t±SD) 
GOT GPT 
tt&m 26 0±4 2 7 0±5 

FGF-10 (lmg/kg)fJ4g 180±82 233±157 
FGF-10 (5mg/kg)S48 137±115 155±140 

* * : P<0. 0 1 

R2 : jE^^XOGOT. GPT 

(U/l : T%t±SD) 
GOT GPT 
*f**S¥ 4 6±4 2 6± 5 

FGF-10 ( lmg/kg) 53±3* 30±6 

FGF-10 ( 5mg/kg) 45±5 2 1±2 

* : P<0 . 0 5 

313 : ob/ob7^(7)ALP, LAP 

(U/l : f%f±SD) 
ALP LAP 
219±21 85±5 
FGF-10 (lmg/kg)g4H 141±28 7 1±5 

FGF-10 (5mg/kg)g4B 106±33** 68±13 

* * : P<0 . 0 1 



[00 28] 



^4 :JEf7^C0ALP, LAP 

(U/l :fM±SD) 

ALP LAP 

JffifflB 180+21 4 4 ± 5 

FGF-10 ( 1 m g/k s ) J6*S 18'0±18 45 + 2 

FGF-10 ( 5mg/kg) 1 7 2±1 5 43±3 
«1— *4t3SrTJ:3fc:FGF-l OfcS*S*ufc-e*> 30 * SS^JOS : T^i 

*srm. ]fFiiv-*-*«**{c«^LT*j o . ffF^fla h#dsa- : is»r 

[0029] SS?'J#^ : 1 jgiH 
EW<0«S : 2 0 8 *.. £fe!ft« : b h 

Met Trp Lys Trp He Leu Thr His Cys Ala Ser Ala Phe Pro His Leu 

15 10 15 

Pro Gly Cys Cys Cys Cys Cys Phe Leu Leu Leu Phe Leu Val Ser Ser 

20 25 30 

Val Pro Val Thr Cys Gin Ala Leu Gly Gin Asp Met Val Ser Pro Glu 

35 40 45 

Ala Thr Asn Ser Ser Ser Ser Ser Phe Ser Ser Pro Ser Ser Ala Gly 

50 55 60 

Arg His Val Arg Ser Tyr Asn His Leu Gin Gly Asp Val Arg Trp Arg 
65 70 75 SO 

Lys Leu Phe Ser Phe Thr Lys Tyr Phe Leu Lys He Glu Lys Asn Gly 

85 90.95 
Lys Val Ser Gly Thr Lys Lys Glu Asn Cys Pro Tyr Ser He Leu Glu 

100 105 110 

He Thr Ser Val Glu He Gly Val Val Ala Val Lys Ala He Asn Ser 



( 6) 4#BfJ¥l 0-3 30284 

9 t 10 

115 120 125 

Asn Tyr Tyr Leu Ala Met Asn Lys Lys Gly Lys Leu Tyr Gly Ser Lys 

130 135 140 

Glu Phe Asn Asn Asp Cys Lys Leu Lys Glu Arg He Glu Glu Asn Gly 
145 150 155 160 

Tyr Asn Thr Tyr Ala Ser Phe Asn Trp Gin His Asn Gly. Arg Gin Met 

165 170 175 

Tyr Val Ala Leu Asn Gly Lys Gly Ala Pro Arg Arg Gly Gin Lys Thr. 

ISO 185 190 

Arg Arg Lys Asn Thr Ser Ala His Phe Leu Pro Met Val Val His Ser 
195 200 205 

[0 0 3 0] 2 * hsKnS/— : fltfpR 

E?'J<^^$ : 6 9 0 b p «M<OWR : c D N A 

m<7)%L : * : b h 

mi 

CTTCCAGTAT GTTCCTTCTG ATGAGACAAT TTCCAGTGCC GAGAGTTCCA GTACA ATG 58 

TGG AAA TGG ATA CTG ACA CAT TGT GCC TCA GCC TTT CCC CAC CTG CCC 106 

GGC TGC TGC TGC TGC TGC TTT TTG TTG CTG TTC TTG GTG TCT TCC GTC 154 

CCT GTC ACC TGC CAA GCC CTT GGT CAG GAC ATG GTG TCA CCA GAG GCC 202 

ACC AAC TCT TCT TCC TCC TCC TTC TCC TCT CCT TCC AGC GCG GGA AGG 250 

CAT GTG CGG AGC TAC AAT CAC CTT CAA GGA GAT GTC CGC TGG AGA AAG 298 

CTA TTC TCT TTC ACC AAG TAC TTT CTC AAG ATT GAG AAG AAC GGG AAG 346 

GTC AGC GGG ACC- AAG AAG GAG AAC TGC CCG TAC AGC ATC CTG GAG ATA 394 

ACA TCA GTA GAA ATC GGA GTT GTT GCC GTC AAA GCC ATT AAC AGC AAC 442 

TAT TAC TTA GCC ATG AAC AAG AAG GGG AAA CTC TAT GGC TCA AAA GAA 490 

TTT AAC AAT GAC TGT AAG CTG AAG GAG AGG ATA GAG GAA AAT GGA TAC 538 

AAT ACC TAT GCA TCA TTT AAC TGG CAG CAT AAT GGG AGG CAA ATG TAT 586 

GTG GCA TTG AAT GGA AAA GGA GCT CCA AGG AGA GGA CAG AAA ACA CGA 634 

AGG AAA AAC ACC TCT GCT CAC TTT CTT CCA ATG GTG GTA CAC TCA TAGAG 684 

GAAGGC 690 



[iSffiBJ T«l 0^8£ 1 8B IE?<J#^ : 1 

[#©SMjE 1 ] HJfJOJI* : 2 0 S 

[*SIE***3IB«] 0 0 2 9 . h^oy- : WMtt 

[0029] : b h 

Met Trp Lys Trp He Leu Thr His Cys Ala Ser Ala Phe Pro His Leu 

15 10 15 

Pro Gly Cys Cys Cys Cys Cys Phe Leu Leu Leu Phe Leu Val Ser Ser 

20 25 30 

Val Pro Val Thr Cys Gin Ala Leu Gly Gin Asp Met Val Ser Pro Glu 



( 7 ) ttffijp 10-330284 



x 



35 40 45 
Ala Thr Asn Ser Ser Ser Ser Ser Phe Ser Ser Pro Ser Ser Ala Gly 

50 . 55 60 

Arg His Val Arg Ser Tyr Asn His Leu Gin Gly Asp Val Arg Trp Arg 
65 70 75 80 

[ft£B] ¥J*1 0^-8^ 180 [*E*«tfIB*] 0 029 

C^MfiEl] • [ffijE^]^ 

Lys Leu Phe Ser Phe Thr Lys Tyr Phe Leu Lys lie Glu Lys Asn Gly 

85 90 95 

Lys Val Ser Gly Thr Lys Lys Glu Asn Cys Pro Tyr Ser He Leu Glu 

100 105 110 

lie Thr Ser Val Glu He Gly Val Val Ala Val Lys Ala He Asn Ser 

115 120 125 

Asn Tyr Tyr Leu Ala Met Asn Lys Lys Gly Lys Leu Tyr Gly Ser Lys 

130 135 140 

Glu Phe Asn Asn Asp Cys Lys Leu Lys Glu Arg He Glu Glu Asn Gly 
145 150 155 160 

Tyr Asn Thr Tyr Ala Ser Phe Asn Trp Gin His Asn Gly Arg Gin Met 

165 170 175 

Tyr Val Ala Leu Asn Gly Lys Gly Ala Pro Arg Arg Gly Gin Lys Thr 

180 185 190 

Arg Arg Lys Asn Thr Ser Ala His Phe Leu Pro Met Val Val His Ser 4 
195 200 205 

[JBiBB] ¥j£l O^SM 1 8B ie?0cO^$ : 690bp 

[ #£?ffiE 2 ] EPlcom : 

[ miEtt mmm% ] *mm : ~*£t 

CM jE#*Jf ) 0030 K-Koi/— : jgffifc 

HtEfrtti m^mrn :cdna 

[ffljErt^] gag 

[0030] BJ9#-9" : 2 : b h 



CTTCCAGTAT GTTCCTTCTG ATGAGACAAT TTCCAGTGCC GAGAGTTCCA GTACA ATG 58 

TGG AAA TGG ATA CTG ACA CAT TGT GCC TCA GCC TTT CCC CAC CTG CCC 106 

GGC TGC TGC TGC TGC TGC TTT TTG TTG. CTG TTC TTG GTG TCT TCC GTC 154 
CCT GTC ACC TGC CAA GCC CTT GGT CAG GAC ATG GTG TCA CCA GAG GCC . 202 

ACC AAC TCT TCT TCC TCC TCC TTC TCC TCT CCT TCC AGC GCG GGA AGG 250 
CSajB] T«l 0^8^180 [«ES*JIB*] 0 03 0 

CAT GTG CGG AGC TAC AAT CAC CTT CAA GGA GAT GTC CGC TGG AGA AAG 298 

CTA TTC TCT TTC ACC AAG TAC TTT CTC AAG ATT GAG AAG AAC GGG AAG 346 

GTC AGC GGG ACC AAG AAG GAG AAC TGC CCG TAC AGC ATC CTG GAG ATA 394 

ACA TCA GTA GAA ATC GGA GTT GTT GCC GTC AAA GCC ATT AAC AGC AAC 442 

TAT TAC TTA GCC ATG AAC AAG AAG GGG AAA CTC TAT GGC TCA AAA GAA 490 
imthBl ¥*1 0^8/! 1 8B CttESWWIB*] 0 030 

c MjEtfmm&& i mum i 1 

TTT AAC AAT GAC TGT AAG CTG AAG GAG AGG ATA GAG GAA AAT GGA TAC 538 

AAT ACC TAT GCA TCA TTT AAC TGG CAG CAT AAT GGG AGG CAA ATG TAT 586 



(S) «BS¥1 0-3 30284 

GTG GCA TTG AAT GGA AAA GGA GCT CCA AGG AGA GGA CAG AAA ACA CGA 634 
AGG AAA AAC ACC TCT GCT CAC TTT CTT CCA ATG GTG GTA CAC TCA TAG AG 684 
GAAGGC 690 



(sDint.ci.s F I 

C12R 1:19) 



